Complement activation plays a central role in autoimmune demyelination. To explore the possible effects of C5 on post-inflammatory tissue repair, we investigated the transcriptional profile induced by C5 in chronic experimental allergic encephalomyelitis (EAE) using oligonucleotide arrays. We used C5-deficient (C5-d) and C5-sufficient (C5-s) mice to compare the gene expression profile and we found that 390 genes were differentially regulated in C5-s mice as compared to C5-d mice during chronic EAE. Among them, a group of genes belonging to the family of insulin-like growth factor binding proteins (IGFBP) and transforming growth factor (TGF)-β3 were found most significantly differentially regulated by C5. The dysregulation of these genes suggests that these proteins might be responsible for the gliosis and lack of remyelination seen in C5-d mice with chronic EAE.
Introduction
Complement activation and the assembly of the terminal complement complex C5b-9, consisting of the C5b, C6, C7, C8, and C9 proteins, play a significant role in tissue damage and repair in a variety of central nervous system (CNS) disorders, including multiple sclerosis (MS) (reviewed in (Rus and Niculescu, 2001) ). By forming pores in the plasma membrane, C5b-9 can cause cell death and also induce apoptosis (Cragg et al., 2000; Papadimitriou et al., 1994; Papadimitriou et al., 1991) . However, nucleated cells, including oligodendrocytes (OLG), can survive limited C5b-9 complement attack through the protection provided by complement-inhibitory membrane proteins and by eliminating membranes carrying C5b-9 complexes (Carney et al., 1985; Scolding et al., 1989) . In the absence of the complement-inhibitory protein CD55 (Koski et al., 1996) , myelin is vulnerable to C5b-9 attack. C5b-9 can have both detrimental and beneficial effects on inflammatory demyelination (Cudrici et al., 2005) . It has a detrimental effect on myelin by forming membrane pores (Shirazi et al., 1987; Vanguri and Shin, 1988) and inducing myelin vesiculation in cerebellar explants (Liu et al., 1983) . In addition, demyelination is more prominent in C6-suficient rats than in C6-deficient rats during acute EAE (Mead et al., 2002) . The beneficial role of C5b-9, primarily seen at sublytic doses in OLG, involves the ability of this complement complex to rescue OLG from apoptotic death (Soane et al., 2001) .
